Supporting information (SI) contains detailed parameters used in the experiments. There are five supplementary figures: the first three (S 1, S 2, S 3) are figures illustrating principal component analysis scores and loadings plots for data acquired using ultra performance liquid chromatography-mass spectrometry (UPLC-MS) in the stage 1 optimization (selection of optimal solvents) of the study. Features in the periphery of loadings plots are the metabolites driving the variation of the model and were further structurally assigned. Figures S 4 and S 5 demonstrate aqueous and organic nuclear magnetic resonance spectroscopy (NMR) spectra and UPLC-MS chromatograms. There are three supplementary tables: Tables S 1 demonstrates UPLC-MS gradient settings, Table S 2 demonstrates the parameters used in data processing using the MassLynx V4.1 software and 
Chemicals Used
The organic solvents used were chloroform, acetonitrile, DCM, ISP, hexane and MTBE (Sigma-Aldrich Gillingham, UK). Methanol (Fisher) and water were (Fluka) both LC-MS grade. Additionally, formic acid, leucine enkephalin, ammonium formate (HPLC grade) and sodium formate, were obtained from Sigma-Aldrich, Gillingham, UK. Deuteriated chloroform with 0.05% tetramethylsilane (TMS) was obtained from Goss Scientific, UK.
Preparation of aqueous extracts for NMR spectroscopy
Two aliquots of the dried aqueous extracts were combined after sequential reconstitution in 600 µL sodium phosphate buffer solution (0.2 M, 0.05% of sodium 3-trimethylsilyl-1-[2,2,3,3,-2 H4] propionate (TSP), 70% D2O, pH 7.4). The aliquots were vortexed for 1 min, sonicated for 5 min and vortexed for additional 1 min, followed by centrifugation for 30 s at 17945 x g at 4 0 C. The supernatant was transferred to the second aliquot and the reconstitution procedure was repeated. The supernatant (500 uL) was then transferred into an NMR tube with an outer diameter of 5 mm.
Safety considerations
Biological tissue was handled in Class II biological cabinet and local laboratory protocols were strictly followed. Chloroform was handled in safety cabinet due to hazardous risks involved with chloroform. Local laboratory safety precautions were followed while handling liquid nitrogen.
Preparation of organic extracts for NMR spectroscopy
Two aliquots of the organic extracts from each of the extraction procedures (chloroform/methanol, DCM/methanol, ISP/methanol, hexane/ISP/methanol, MTBE/methanol) were combined for NMR spectroscopy analysis. A total of 600µL deuterated chloroform with 0.05% tetramethylsilane (TMS) was added into the first aliquot, followed by vortexing for 1 min. The content was then transferred into the second aliquot and vortexed for 1 min before transferring into an NMR tube with an outer diameter of 5 mm. 
Preparation of aqueous extracts for UPLC-MS

Preparation of organic extracts for UPLC-MS
Dried organic extracts were reconstituted in 250 µL of ISP/acetonitrile/water (2:1:1). The same procedure of sample vortexing and sonication was followed as detailed above for the reconstitution of aqueous extracts. Following centrifugation at 17949 x g at 4 °C for 8 min, contents were transferred into LC-MS grade glass vials with inserts (Waters, USA). 50 µl from each sample was added to a pool to make a representative QC sample. 
Instrument Settings for UPLC-MS analysis
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Figure S 5. BPI chromatograms from (A) HILIC-UPLC-MS ESI + analysis of aqueous extracts of vein tissue, (B) RP-UPLC-MS ESI + analysis of aqueous extracts and (C) RP-UPLC-MS
ESI + analysis of organic extracts. Aqueous extracts were obtained using the Methanol/Water
(1:1) and organic extracts using the MTBE/Methanol (3:1) extraction protocols. 
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